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SECOND 1 



,AljATTON UNDER 37 C.F-R § 1.131 



Assistant Commissioner for Patents 
Washington, D.C 20231 

Dear Sir: 

1 Dr. Thomas Stegmann, declare as follows: 

1 . I am the inventor of the claims of the abo ve-ldentified patent application and inventor of the 
subject matter described and claimed therein. 

2. Prior to November 4, 1997, 1 had completed my invention as described and claimed in the 
above-referenced application in the United States or in a NAFTA or WTO country at a date 
prior to the date of publication of the reference: U.S. patent No. 6,045,565, filed November 2, 
1998 which claims priority to Provisional application No. 60/064,210, filed November 4, 
1997. 



3. In the reference: Schumacher, et al, (February 24, 199$) "Induction of Neoangiogenesis in 
Ischemic Myocardium by Human Growth Factors" Circulation vol. 97 (7), pages 645-650, 
significant concepts of the invention are described, e,g. injection of human growth factor FGF- 
1 close to tlie vessels into ischemic tissue to induce neoangiogenesis and revascularization in 
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human subjects. The disclosure contained in the reference therefore implies a completion of 
the principal aspects of the invention and reduction to practice. The date of invention with 
respect to those concepts must necessarily precede the date the reference was submitted for 
publication, January 9, 1997, This reference was submitted with the Information Disclosure 
Statement of March 9 f 2000 and is attached hereto as Exhibit A for the convenience of the 
Examiner. 

4. However, even before the time of the Schumacher, et al publication (Exhibit A), I had 
conceived the pharmaceutical composition of FGfM and physiologic glue for the purpose of 
injecting an amount of the composition into the ischemic myocardium at or near at least one 
predetermined site of coronary artery stenosis to induce local neoangiogenesis in connection 
with Claim 1 of the above-captioned patent application and was diligent in reduction to 
practice as shown by the Final Study Report for the FGF- 1 Study (Exhibit B). 

5. In the attached Final Study Report for the FGF-1 Study (Exhibit B) performed by myself the 
injection of human growth factor FGF-1 with fibrin glue close to the vessels into ischemic 
tissue to induce neoangiogenesis and revascularization in human subjects is described. See 
"Methodology," page 4; "Test Product," page 5; "Conclusion/ page 6; and "Treatments," 
page 9, 

6. My method of ^vascularizing a region of ischemic myocardium using FGF-1 therefore 
antedates the November 4, 1997 filing date of Provisional Application No. 60/064,210, which 
discloses an increase in blood cinmlation to the myocardium by patent holes or injection into 
the myocardium with and without the use of angiogenic substances such as FGF- 1 . 

7. fiven as to those aspects of the invention that we conceived but had not reduced to practice at 
the reference date, we have worked diligently to achieve a constructive reduction to practice 
by preparing a patent application disclosing our invention in its entirety and filing that 
application on July 24, 1998 as Provisional application No. 60/093,962, six (6) months after 
the date of publication of the Schumacher et al. reference on February 24, 1998. The activity 
of drafting and filing a patent application demonstrates diligence from prior to the publication 
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of to cited ^ference on February 24, 1998, to a costive reduction to practice July 24, 



teste 



8. As a person signing below, i declare that all statements made herein of my own knowledge _ 
true and that all statements made on information and belief are believed to be true- and forther 
that these statements were made with the knowledge that willfbl, false statements and the like 
so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States codes and that such willful, lake statements may jeopardize the validity 
the application or patent issuing therefrom 



of 



Dated: fa J 0£ f 20OZ 



By; 
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tegmann, M.D. 

Prof. Dr. med. Th. Siegmann 
Spiegalstr. 10 

36100 Petersburg 

Tel.: 06 61 / 60 47 72 
Fax: 06 61 / 6 65 75 
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